Summary. 
,474 which reduced the size of implantation sites observed on Day 9, but which allowed pregnancy to occur, implantation was delayed by some 16 hr. It is concluded that ICI 46,474 given on Day 2 of pregnancy is capable of affecting implantation without altering blastocyst transport through the oviduct and it is suggested that alteration of uterine metabolism is the main factor contributing to its antifertility effects in the rats used.
The compound ICI 46,474 (¿ra?w-l-(/>-/Mimethylamino-ethoxyphenyl)-l-2-diphenylbut-1-ene), one of a series of triarylethylenes the synthesis of which was reported by Bedford & Richardson (1966) , has been shown to be an extremely effective postcoital antifertility agent in the rat (Harper & Walpole, 1967a, b) . When given on Days 1 or 2 of pregnancy at a dose sufficient to prevent implantation completely, the failure to recover ova from the repro¬ ductive tract at autopsy on Day 5 led to the suggestion that accelerated passage of the ova through the oviducts and their expulsion from the uterus is sufficient to account for the termination of pregnancy by the compound. When given on Days 3 or 4, the minimal effective dose was lower than that required on Days 1 or 2, and in the dose required to block implantation completely, neither trans¬ port of the eggs through the oviduct nor their development was affected (Harper & Walpole, 1967b) . Indeed, after such treatment, blastocysts were recovered from the uterus in diminishing numbers for at least 7 days, and were regarded as normal from their morphological appearance and from their ability to implant after transfer to the uteri of 5-day pseudopregnant rats (see Walpole, 1968 (Harper & Walpole, 1967a (Harper & Walpole, 1967a, b) . Accordingly, as part of an investigation into the mechanisms of action of ICI 46,474 and other antifertility agents, it was considered necessary to re-examine the effects of this compound on tubai transport of fertilized ova. Since it had also been found (Harper & Walpole, 1967a 
Visualization of implantation sites
Sites of implantation on Day 6 of pregnancy were visualized by intravenous injection, under ether anaesthesia, of 1-0 ml of a saturated solution of Diamine Blue in 0-9% (w/v) NaCl given 10 min before killing the animal (Psychoyos, 1965 (Psychoyos, , 1971 . At autopsy, the uteri were trimmed free from fat and examined for the presence of blue bands.
Ovum transport. Animals were treated with a single oral dose of ICI 46,474 (0-2 mg/kg) on the morning of Day 2 of pregnancy. Control animals received the vehicle alone. Groups of treated and control animals were killed on the morning of Days 4, 5 and 6, 10 min after injection of Diamine Blue solution. The body weights, wet weights of the uteri, ovaries and pituitaries were noted, and the number of corpora lutea in the ovaries were recorded. Ova were flushed from the uterine horns and oviducts as described by Dickmann (1971 fig. 2 ) but which allowed pregnancy to occur, the first signs of implanta¬ tion were delayed for some 16 hr (Text- fig. 3 ). In control animals, the 'blue reaction' became visible in some rats by about 19.00 hours on Day 5 and was positive in all the animals studied by 21.00 hours. In treated animals, however, the 'blue reaction' did not become visible in some rats until mid-morning on Day 6. By 17.00 hours, there was a positive 'blue reaction' in all the rats studied at this time.
DISCUSSION
The present data show that when administered in the minimal fully effective dose of 0-2 mg/kg on Day 2 of pregnancy to the strain of rats used in these experiments, ICI 46,474 did not affect the transport of ova through the oviduct. Consequently, accelerated tubai transport and premature expulsion of eggs into the uterus cannot be the basis for the antifertility properties of the com¬ pound in the rats. This result is different from that previously reported in the case of the Wistar strain used by Harper & Walpole (1967b) . After entering the uterus, however, a proportion of eggs appeared to be lost by Day 5, perhaps indicating some malfunction in the mechanism involved in spacing the blasto¬ cysts regularly along the uterine horn. Clearly, since no ova were recovered from the oviducts after Day 4, tubai retention of eggs cannot be the cause of the decreased number of blastocysts found in the uterus on Day 5. Since retention and spacing is believed to be brought about by muscular activity in the myometrium, itself dependent on the oestrogen-progesterone environment, it is possible that the ICI 46,474, by modifying the oestrogen-progesterone balance, might alter the muscular activity with the resultant expulsion of eggs through the vagina. Though not established for ICI 46,474, it is relevant in this con¬ nection that the non-steroidal oestrogen antagonist [a(/>-methoxyphenyl)-/?-nitrostyryl]phenoxy)ethyl}pyrolidine, monocitrate) has been found to alter the electrical and mechanical properties of rat myometrium measured in vitro (Marshall & O'Brien, 1967 (Skidmore, Walpole & Woodburn, 1972 ) that the compound is antioestrogenic, being a competitive inhibitor of the uptake of oestradiol-17ß by oestrogen receptors in the uterine cytosol and that the inhibition of implantation in the rat can be partly reversed by large doses of oestradiol given by Day 4 (Harper & Walpole, 1967b) . If (Shaikh & Abraham, 1969; Shaikh, 1971) , that the implantation of the blastocyst is initiated by a release of ovarian oestrogen principally on Day 4 of pregnancy in the rat, and that this release is completed by Day 5. Alternative evidence (DeFeo, 1967; Miller, Owen & Emmens, 1968; Nimrod, Ludany & Lindner, 1972) It is apparent from these results that ICI 46,474, given on Day 2 of pregnancy, is capable of affecting implantation without altering blastocyst transport through the oviduct and it is suggested that alteration of uterine metabolism is the main factor contributing to its antifertility effects in the present strain of rats.
